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USE OF BRANCHED MALTO-DEXTRINS AS GRANULATION BINDERS 

RULE 132 DECLARATION 

Assistant Commissioner for Patents 
P.O. Box 1450 

Alexandria, VA 22313-1450 
Sir: 

I, Philippe LEFEVRE, the undersigned, a French citizen, 
residing at 3600 rue de Merville, HAVERSKERQUE 59660, do hereby 
declare: 

1. I have a degree in chemical engineering from the 
National Graduate School of Engineering Chemistry of Lille (Ecole 
Nationale Sup6rieure de Chimie de Lille ENSCL) , Lille University 
of Science and Technology (France) . 

2. I am currently employed as a Head of the 
Application Department for Pharmaceuticals and Cosmetics at 
ROQUETTE FRERES of Lestrem - 62136 - FRANCE, which is the 
assignee of the instant application, and I am conducting research 
in powder technology, pharmaceutical technology mainly focused on 
the development of new pharmaceutical excipients and new products 
for direct compression. 
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3. I am not an inventor of the above-identified 
application. 

4 . I have reviewed the file history of application 
Serial No. 10/534,038, including the specification, claims, and 
the Office Action mailed November 13, 2008. In doing so, I have 
reviewed the obviousness rejections over ONO et al. (US 
5,080,908) in combination with FOUACHE et al, (US 6,630,586) and 
over OLINGER et al. (US 5,204,115) in combination with FOUACHE et 
al. (US 6,630,586) on pages 3-10 of the Office Action. 

5. To further substantiate the benefits and thus the 
nonobviousness of the claimed invention over the prior art, I 
declare that (i) the branched maltodextrin according to the 
claimed invention is a very specific maltodextrin and is not 
equivalent to other maltodextrins and consequently dextrins, that 
(ii) solutions containing the branched maltodextrin according to 
the present invention are far more viscous than solutions 
containing other soluble fibers available on the market that are 
capable of being used as granulation binder (as explained p. 13 
1.1-4 and in example 1 p. 17-18 of the specification), such as 
Litesse I, II and III (polydextrose) , Pine Fiber (indigestible 
dextrin), Actilight 950P (f ructo-oligosaccharide) , Cup Oligo P 
(galacto-oligosaccharide) and Raftilose P95 (fructo- 
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oligosaccharide), and further that (iii) all maltodextrins are 
not equivalent in granulation and some maltodextrins do not work 
in granulation. I have conducted experiments which demonstrate 
that the claimed branched maltodextrins achieve surprising and 
superior properties in granulation. 

Two granulations have been made according to conditions 
exemplified in the patent application (see example 2) . One with a 
branched maltodextrin representative of the claims of this 
invention {NUTRIOSE® FB06, hereinafter, BMD) and one with a 
comparative maltodextrin, a potato based maltodextrin 
(hereinafter, GLUCIDEX® 1) as binders. The excipient is a 
crystalline xylitol (sold by the applicant company under the 
brand name XYLISORB® 90) . The granulations are based on a dry 
mixture of 10% by weight of BMD or GLUCIDEX® 1 and 90% by weight 
of XYLISORB® 90. The wet granulation is carried out by spraying 
colored water with a pink coloring agent to highlight an eventual 
heterogeneity in the water distribution, the effectiveness of 
granulation and the rate and repartition of the soluble agents in 
the granules obtained. 

Annex 1 includes black and white images of the granules 
obtained, i.e., as figure 1 and figure 2. The variation in 
shading corresponds to the variation in the intensity of the pink 
coloring agent. 

The product obtained by using GLUCIDEX® 1 as binder is 
not homogeneous in shading and in particles size distribution. 



3 



Appln No. 10/534,038 
Docket No. 0600-1040 

The heterogeneity in shading (corresponding to a heterogeneity of 
color, e.g., pink, pale-pink, dark-pink, red and white) reflects 
the bad wettability of GLUCIDEX® 1. That is, the colored water 
is not uniformly absorbed by the GLUCIDEX® 1. Consequently, the 
granulation is very heterogenic with big agglomerates (A) which 
contain large amount of coloring agent shown by darker shaded 
agglomerates (corresponding to red and dark-pink agglomerates) 
and a large majority of non granulated powder (B) of a lighter 
shade ( corresponding to pale-pink and white crystals). See 
figure 1. Thus, as seen in figure 1, even if the colored water 
is absorbed by GLUCIDEX® 1 or by XYLISORB® 90, the GLUCIDEX® 1 
does not play the role of binder because though some of the 
powder includes a lighter shaded material (corresponding to 
pink), the material remains crystalline. 

Consequently, GLUCIDEX® 1 is unusable as such a binder 
in a granulation process. 

The granulation carried out with BMD provides a 
granulation product with a homogeneous particle size distribution 
and shading (color) . It must be noticed that the totality of the 
powder has been granulated. See figure 2. Consequently, despite 
its high viscosity, BMD is surprisingly a very good binder for 
granulation process. 

These experiments are evidence of the surprising and 
unexpected properties of the claimed invention. 
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I further declare that all statements made herein 



of my own knowledge are true and all statements made on 
information and belief are believed to be true; and further that 
these statements were made with the knowledge that willful false 
statements and the like so made are punishable by fine or 
imprisonment, or both, under Section 1001 of Title 18 of the 
United States Code and that such willful false statements may 
jeopardize the validity of this application or any patent issuing 
thereon. 



Date: 
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ANNEX 1 




Figure 2: Granulation of XYLOSORB® 90 with BMD as binder 
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